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Eosinophilic dermatoses (exaggerated insect bite-like reaction) associated with hematological malignancy: Report of three cases
Sir, Exaggerated insect bite-like reaction, which is a synonym of eosinophilic dermatoses of hematological malignancy, 1 is a rare, disturbing and nonspecific skin condition often associated with hematoproliferative disorders. Skin lesions are characterized by itchy papules and often painful lesions, predominately on the limbs, which sometimes become bullous and often recur. The typical clinical-pathological findings include papules, plaques, vesiculo-bullous lesions, and a dense eosinophil-rich infiltrate mainly in the dermis. These eruptions have been described in patients with chronic lymphocytic leukemia, B cell lymphoproliferative diseases, and occasionally in acute lymphoblastic leukemia and mantle cell and large cell lymphoma. 2 We present three cases of exaggerated bite-like eruptions in patients affected with malignant hematologic neoplasms. All three patients were females and had been referred to our outpatient department at San Gallicano Dermatological Institute of Rome from January through April 2016.
The first patient (75-year-old) had a non-Hodgkin's lymphoma. Eight weeks after chemotherapy, she developed bullous, itchy lesions, between 1 and 5 cm in diameter, with serous content on the lower limbs [ Figure 1 ].
The second patient (73-year-old), suffering from chronic lymphocytic leukemia, developed itchy serous bullous lesions on the lower limbs and hands. These were less than 4 cm in diameter and were prone to spontaneous rupture 2 months after the start of chemotherapy.
The third patient had a chronic lymphocytic leukemia too, and developed itchy papules and vesiculo-bullous eruptions, Laboratory tests revealed a moderate peripheral eosinophilia (900 cells/µl) only in the first patient. Antibodies against desmoglein 1 and 3, the bullous pemphigoid antigen, and direct immunofluorescence were negative in all the samples. Histological examination showed subepidermal edema and superficial and deep perivascular and interstitial inflammatory infiltrates composed of numerous eosinophils in all the skin specimens [ Figure 3 ]. A diagnosis of eosinophilic dermatoses (exaggerated insect bite-like reaction) associated with hematological malignancy was made.
Exaggerated insect bite-like reaction was first described by Weed in 1965 3 as a condition presenting with lesions >20 mm in diameter and characterized by erythema, edema, and intense pruritus at the site of a known mosquito bite or with evidence of a central punctum. These lesions usually occur in association with or preceding chronic lymphocytic leukemia, but cases have been described in other hematological malignancies, like B cell lymphoproliferative diseases and occasionally in acute lymphoblastic leukemia and mantle cell and large cell lymphoma. 2 Bite reactions have been described in other conditions causing immune dysregulation, such as human immunodeficiency virus infection and congenital agammaglobulinemia. 4 Skin lesions usually appear months to years after the diagnosis of leukemia or less frequently may precede it, and are unrelated to laboratory findings, disease course, or therapy. In most cases the bites were thought to be from mosquitoes, but reported cases in literature have revealed that most patients did not remember being bitten and were avoiding any outdoor activity or were using an insect repellent. 2, 4 Besides, the reported lesions were not restricted to exposed sites and did not have any seasonal variation showing the possibility that many lesions were not triggered by a bite. So it has been proposed that this condition should be named "insect bite-like reaction or eosinophilic eruption of hematological malignancy." 2 In our three cases, the patients did not recall being bitten by insects and the lesions had started to appear during wintertime and were localized to non-exposed areas. The pathogenesis is unclear, but an altered immune response stimulating the development of eosinophilic skin infiltrates is postulated.
Occasionally, the clinical and histological presentation could be similar to Wells syndrome. 5 Wells syndrome may be induced by a broader variety of stimuli including parasitic, fungal and streptococcal infections, insect bites, and is occasionally associated with hematological malignancies. It clinically presents as an acute edematous erythema resembling cellulitis with spontaneous morphea-like resolution, occasionally nodules or blisters, and may be accompanied by arthralgia, malaise, and fever.
In our patients, the clinical and histological findings were consistent with exaggerated bite-like reactions; no morphea-like resolution was observed, and on histology, the presence of vasculitis and the absence of flame figures were not characteristic of Wells syndrome. Differential diagnosis was also made of specific cutaneous lesions of chronic lymphocytic leukemia, bullous pemphigoid, and pemphigus vulgaris.
Systemic steroid (prednisone 40 mg/day or more) together with oral antihistamine was a successful mode of therapy for all our patients.
Knowing the clinical and histological aspects of exaggerated insect bite-like reactions is important for a proper and early diagnosis and could be helpful in detecting associated hematologic malignancies if not yet been diagnosed.
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